This paper explores the legal position of the off-label prescription of antipsychotic medications to people with dementia who experience behavioural and psychological symptoms of dementia (BPSD). Dementia is a challenging illness, and BPSD can be very difficult for carers to manage, with evidence that this contributes to carer strain and can result in the early institutionalisation of people with dementia. As a result, the prescription of antipsychotic and other neuroleptic medications to treat BPSD has become commonplace, in spite of these drugs being untested and unlicensed for use to treat older people with dementia. In recent years, it has become apparent through clinical trials that antipsychotic drugs increase the risk of cerebrovascular accident (stroke) and death in people with dementia. In addition, these types of medication also have other risk factors for people with dementia, including over-sedation and worsening of cognitive function. Drawing on recent questionnaire (n ¼ 185), focus group (n ¼ 15), and interview (n ¼ 11) data with carers of people with dementia, this paper explores the law relating to off-label prescription, and the applicability of medical negligence law to cases where adverse events follow the use of antipsychotic medication. It is argued that the practice of off-label prescribing requires regulatory intervention in order to protect vulnerable patients.
Dementia is an extremely common disease, which predominantly affects older people. There are an estimated number of 25 million people with dementia worldwide.
1 Research commissioned by the Alzheimer's Society, 2 which has been accepted by the National Audit Office (NAO) as providing the most accurate figures available, 3 estimates that there were 683,597 people living with dementia in the UK in 2007. This figure includes at least 15,034 people with younger onset dementia (dementia diagnosed before the age of 65), and total numbers are estimated to increase to over 1 million by 2025, given trends towards an ageing population. 4 Many people with dementia experience one or more of the behavioural and psychological symptoms of dementia (BPSD) which can include a variety of problems, including delusions, hallucinations, depression, anxiety, sleeplessness, wandering, agitation, and physical aggression. 5 It has been suggested that BPSD can occur in up to 90% of people with Alzheimer's disease, which is the most common variant of dementia. 6 BPSD contribute significantly to carer strain, 7 and can result in the hospitalisation and/or early institutionalisation of people with dementia. 8 Historically, these symptoms of dementia were most commonly treated with antipsychotic medications. In a recent report for the British Government investigating the use of antipsychotic medication for people with dementia in the NHS in England, Professor Sube Banerjee reported that antipsychotics were over-prescribed in dementia, and that there were significant risks of 244 MEDICAL LAW REVIEW [2013] harm to people with dementia from the prescription of these medications. 10 It is estimated that up to 180,000 people with dementia are treated with antipsychotic medication in England each year, at a cost of £90 million. 11 As such, the prescription of antipsychotic medication forms part of the treatment of a significant proportion (up to 25%) of people with dementia each year, at significant cost to the NHS. Only one atypical antipsychotic medication, Risperidone, is currently licensed for use in people with dementia for treating persistent aggression in 'patients with moderate to severe Alzheimer's dementia unresponsive to non-pharmacological approaches and where there is a risk of harm to self or others'. 12 It is only licensed for use for short periods (up to 6 weeks). In contrast to this licensed use, a wide variety of antipsychotic medications are prescribed 'off-label'. Off-label prescribing is the term given to the act of prescribing a medication for the treatment of either a medical condition or patient group that is not included on the marketing authorisation from the Medical and Healthcare products Regulatory Agency (MHRA). 13 Off-label prescribing is both legal and commonplace, falling as it does within the professional judgment of the prescribing medical professional. Off-label prescribing must be contrasted with 'unlicensed' drug use, which has been defined as 'all uses of a drug which has never received a European Marketing Authorisation as medicinal for human use in either adults or children '. 14 There are a number of specific risks of harm associated with the use of antipsychotic medications to treat people with dementia. These include an increased risk of cerebrovascular accident (stroke) and an increased risk of death. 15 These risks were quantified in Banerjee's report as equating to 1,620 additional cerebrovascular accidents per annum in people with dementia, and 1,800 deaths, based on an estimate of 180,000 people per annum being treated with antipsychotics. 16 Of most concern is the increased mortality risk, which Banerjee estimates based on short-term (6 -12 weeks) prescription. Where longer-term treatment is used, the mortality risk is even higher: 'longer-term treatment may result in up to 167 additional deaths among 1,000 people with dementia treated with antipsychotics over a two-year period '. 17 This amounts to a 16.7% mortality rate for long-term prescription of antipsychotic medications to people with dementia; an extraordinarily high incidence of such a severe adverse effect of medication.
Such a high manifestation of adverse effects of medical practice raises important legal questions that must be addressed, and are the focus of this paper. The first question that arises is how it is possible for medications that have such high risks attached to them to be prescribed 'offlabel' to a vulnerable population such as people with dementia. Part 1 provides an overview of the operation of the regulatory framework surrounding prescription medication, including statutory regulation and the 'soft law' approaches that supplement it. We interrogate the legality of off-label prescription of medications, highlighting key flaws in the regulation of this aspect of medical practice. In Part 2, we turn to some of the empirical findings from the Duties to Care 18 dementia project and the Dementia Talking project. 19 Drawing on carers responses to a questionnaire (n ¼ 185), and qualitative comments from participants in focus groups (n ¼ 15) and interviews (n ¼ 11), we demonstrate the ways that the potential harm caused by the off-label prescription of antipsychotic medication are experienced by carers of people with dementia, highlighting the limitations of the current law in this area. In Part 3, we build on this analysis to emphasise the limitations of the current regulatory regimes of medicines regulation and medical negligence in respect of off-label prescribing. We explore whether there are currently appropriate legal remedies available to people with dementia who suffer harm through the use of off-label prescriptions of antipsychotic medication. Finally in Part 4, we present an argument for reform of the legal frameworks surrounding off-label prescribing of antipsychotic medication to control the non-cognitive symptoms of dementia.
I. OFF-LABEL PRESCRIBING

A. Licensing of Medicines
In the UK, prior to being made available for public use, all medicinal products must have a marketing authorisation from the MHRA. 20 In order to grant a licence for a medication, the MHRA must satisfy itself that the medication is relatively safe, effective, and of consistent quality. 21 The aim of having a licensing system for medications is to protect public health by ensuring that prior to being made available to patients, all medications must be tested through clinical trials to ensure that they are effective, and that the risk profile of side effects is not so great as to outweigh any benefit from them. 22 Marketing authorisations are time-limited, and manufacturers must apply for a renewal of the product license at least every five years, thus giving an opportunity to present data from additional trials, and perhaps to extend the licensed use of particular medications. 23 As part of the licensing process, manufacturers must submit full information about research that has taken place into the medication, the results of trials, and any adverse reactions. They must also provide information about how the medication is made, the quality control processes the manufacturer uses, and information about how the medication will be marketed including any patient information leaflets that will be supplied with the product.
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The legislative framework for medication classifies medicines into three categories: (i) prescription only medications; 25 (ii) medications that can be supplied by a pharmacist 26 without prescription; and (iii) general sale list 27 medicines that do not need to be sold by a pharmacist. Medications that are likely to present a direct or indirect danger to human health; are frequently or widely used incorrectly; contain substances which require further investigation; or are normally prescribed intravenously are usually prescription only. 28 Additionally, where a medicine is likely to present a substantial risk of addiction, or is likely to be abused, it will be a prescription only medication. 29 medicine is prescription-only, it can only be supplied following prescription by an appropriate practitioner. 30 Once a medicine has a marketing authorisation, it can be freely prescribed by an appropriate practitioner 31 and subsequently supplied by a pharmacist. There is also a complex array of post-license regulation: manufacturers must provide specific information on the labelling and in the patient information leaflet supplied with medicines. 32 There are restrictions concerning the marketing of products, and in the UK prescription-only medications cannot be directly marketed to the general public. 33 Marketing medications to healthcare providers is authorised, and pharmaceutical companies go to great lengths to sell their products to healthcare professionals, including funding continuing professional development for medical professionals. 34 There are also post-marketing processes for the identification of adverse drug reactions, and the reporting of these to the MHRA. In particular, there is a 'Black Triangle' scheme for new drugs, which are monitored closely for the first two years of their license, during which time there is a requirement to notify all adverse reactions. For other drugs, only serious suspected reactions must be notified, although all reactions can be notified either by health professionals or members of the public through the 'Yellow Card Scheme'. 35 There is, however, no restriction placed on the uses of medicines which have a marketing authorisation through the current regulatory framework. Prescription-only medications can therefore be prescribed for conditions or patient groups other than those for which they were designed, tested, and licensed. Uses of medicines other than those on the marketing authorisation are often referred to as 'off-label' prescription.
The practice of off-label prescription is commonplace, and is an important tool for medical professionals. This is particularly true in paediatric practice, where only very few medicines have specific licenses for use with children, in part due to the legal and ethical difficulties associated with testing drugs on minors. As such, off-label (and unlicensed) medications are regularly prescribed to children in hospital settings. For example, research has suggested that off-label prescription accounts for over 70% of medication used to treat children in an intensive care 30 Medicines Act 1968, s 58. 31 36 and over a third of prescribing on in-patient children's wards in Europe. 37 Similarly, most medications are tested on, and therefore licensed for use, in adult populations under the age of 70. Despite the commonplace nature of off-label prescription, however, the regulation of this practice is felt to be unsatisfactory both for patients and doctors. 38 A key reason why the current framework is felt to be unsatisfactory is that in the absence of specific regulation relating to off-label uses, responsibility for harm ultimately lies with the individual prescriber, subject to the common law rules of medical negligence. 39 The regulation of off-label prescription of medicines therefore falls at the intersection of two legal regimes. The first is a complex statutory regime, concerned with determining the safety of drugs prior to their use in practice; the second is the common law regime governing the tort of negligence. We now turn to explore how the prescription of antipsychotic medication for treating the BPSD fits within this dual regime.
B. Antipsychotics and Dementia
Antipsychotic medications have been used for decades to sedate, calm, and control people with dementia. 40 These drugs are used to treat BPSD, sometimes also referred to as 'non-cognitive' symptoms. Antipsychotics do not slow the progression of the disease, nor remove the cause of, or trigger for BPSD. Often (but by no means always), BPSD are as a result of difficulties in communication and can be the result of a complex array of factors associated with both the progression of dementia and a range of other 'psychosocial factors, which interact with biological factors and influence greatly the presenting picture'. 41 As we mentioned earlier, at present only one antipsychotic medication (Risperidone) has a marketing authorisation from the MHRA that includes the treatment of BPSD. This licence followed a period of over six years when Risperidone (along with another atypical antipsychotic, Olanzapine) was explicitly contra-indicated for people with dementia, following guidance issued by the Committee on the Safety of Medicines (CSM) that the risk of stroke outweighed any modest benefits associated 36 with the use of these drugs in controlling BPSD. 42 The limitations on the prescribing period are particularly important, as this seems to be out of line with current practices in relation to the prescription of antipsychotic medication to people with dementia in the NHS in England. Rather than short-term, acute treatment, it is thought that antipsychotic use in people with dementia is more likely to be long term and rarely reviewed. 43 Initially, the increased mortality and CVAE risks were thought to be confined to the class of antipsychotic medications known as 'atypical antipsychotics'. As a result of the warnings, it was noted that there was an increase in prescribing 'typical antipsychotics' to elderly patients with dementia. 44 Typical antipsychotics have a greater chance of negative side effects, including over-sedation, accelerated cognitive decline, extrapyramidal side effects, and tardive dyskinesia. 45 Atypical antipsychotics have a slightly different side-effect profile, including weight gain, disruption of blood glucose control, hyperlipidaemia, and cerebrovascular adverse events, as well as sedation and extrapyramidal side effects at higher doses. 46 Following this, the Committee for Medicinal Products for Human Use (CMHP) issued a report 47 declaring that the risks associated with atypical antipsychotics were similarly applicable to the older class of antipsychotic medications known as 'typical antipsychotics'. On the basis of this report, it is now considered that the increased risks of stroke and death are a class effect relating to all antipsychotics when prescribed to elderly people with dementia.
Reliable statistics relating to the prescription of antipsychotics to people with dementia are currently unavailable, as data on prescribing practices have not historically been recorded. An audit of prescribing practices in the NHS has recently been carried out, and suggests a reduction in the prescription of these medications in general practice over the last five years, though no figures are available for specialist prescription (e.g. by psychiatrists) or prescriptions in general hospitals. 48 Banerjee suggested that between 30 and 50% of people with dementia in 42 residential and nursing homes may be prescribed antipsychotic medication, and that:
From the evidence available, it is clear that there are particular risks associated with the use of antipsychotics in people with dementia. Antipsychotics appear to be used all too often, in secondary as well as primary care, as a formulaic first-line response to any behavioural difficulty in dementia rather than as a considered second-line treatment when other approaches have failed. The data suggest that antipsychotics are used too often in dementia.
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Given the risks of harm associated with the use of antipsychotics that have been identified in clinical research and practice, this level of offlabel use is clearly unacceptable, particularly as the efficacy of antipsychotic medication to treat BPSD is not proved. 50 The lack of evidence of efficacy may account for the limited number of antipsychotic medications that have, to date, been licensed for use in older people with dementia. There are significant costs to pharmaceutical companies of gathering the clinical trial evidence for efficacy and safety that would be required to obtain an MHRA license for treating BPSD with antipsychotic medication. Given the 'high placebo response rates' 51 reported for the use of medication to control BPSD and the extensive off-label prescription, 52 it is little wonder that there is limited will from the pharmaceutical industry to apply for licenses for these medications.
In addition to the clinical harms outlined above, carers of people with dementia report a range of other, perhaps less drastic, but often equally upsetting harms associated with the off-label use of antipsychotic medication. In the next part, we turn to the findings from recent empirical research exploring the experiences that carers of people with dementia have of the regulation of health and social care. 
II. CARERS' EXPERIENCE OF ANTIPSYCHOTIC MEDICATION
A. Method and Participant Demographics The empirical data drawn on here were generated through a tripartite data collection process exploring carers' experiences of access to, and the regulation of, health and social care support services for people with dementia. The findings are drawn from two inter-linked research projects, which included a multi-method online and paper questionnaire (n ¼ 185), followed up with four focus groups (n ¼ 15) and eleven in-depth interviews.
53 Survey respondents were recruited through strategic opportunistic and snowball sampling via relevant charitable/ third sector organisations including carer groups and support services. Paper recruitment packs were posted to a total of 461 dementia and/ or care-focused support groups run by the Alzheimer's Society and the Princess Royal Trust for Carers. These paper packs were followed up a fortnight later with email reminders. Recruitment emails were sent to an additional 13 dementia-related organisations, and recruitment details were posted on four online discussion forums. The questionnaire was live for a period of four months, between February and May 2011. Carers could either complete the questionnaire online (n ¼ 154) or contact the research team for a postal questionnaire pack (n ¼ 31).
Given the varied nature of the recruitment strategy and our reliance on the goodwill of 'gatekeepers', it is difficult to assess the response rate, although a basic calculation of number of completed questionnaires (185)/number of recruitment messages, emails, and postal contacts (939), suggests a response rate of just under 20% overall. Participants in the focus groups and interviews were predominantly recruited from within the questionnaire responses. As this research is based on an opt-in, convenience sample, there are limited claims that can be made about the generalisability of the findings, although we do note where our findings are similar to those in the previous research. Quantitative results from the survey were analysed using SPSS to find frequencies and differences between groups of respondents. Qualitative results from the focus groups and interviews were independently coded by the research team, using both deductive and inductive codes. Deductive codes were generated from the project research questions, inductive codes presented themselves as patterns within the data. Table 1 provides outline demographic information for questionnaire respondents, and the people they care for. The majority of respondents were women (n ¼ 128, 69.2%) caring for roughly equal numbers of 53 Most focus group and interview participants were recruited from respondents to the questionnaire. A total of 190 individuals participated in the research. Fifteen participants attended four focus groups held in two large cities and two towns in central and southern England between September and December 2011. A total of 34 people were invited to participate in the focus groups, and originally 18 carers had agreed to participate, but three were not able to attend on the day. The response rate for focus group participation was therefore 44%. All participants were white and heterosexual. In total 8 h 40 min of focus data were collected, with each group lasting around 2 h.
As we can see from Table 2 , nine (60%) of the participants were women, six (40%) were men and their mean age was 66 years (range 47-87). The majority (12, 80%) were currently caring and three participants were bereaved. Ten (67%) participants defined as middle class, while five (33%) defined as working class. Ten (67%) were caring for a spouse, while five (33%) were caring for a parent. The mean age of the person the participants cared for was 78.9 years (range 69-92) and they had been diagnosed with a range of dementias: five (33%) with Alzheimer's disease; five (33%) with vascular dementia; two (13%) with Lewy Body dementia; two (13%) with fronto-temporal dementia; and one with mixed Alzheimer's and vascular dementia. About half of the people with dementia resided in their own home and half in a nursing home. Table 3 provides demographic information about carers who were interviewed. Interviews ranged from 1 h 16 min to 2 h 7 min (mean length 1 h 37 min) and were conducted in participants' homes between November 2011 and January 2012. Most interviews were conducted in the Midlands, three were conducted in the North of England and two in the South. All participants were white and all identified as heterosexual apart from one bisexual woman. Eighteen potential interviewees were invited to participate, so the response rate was 61%, although only two carers who were contacted actively declined participation. Interviewees' mean age was 63 years (range 56 -79) and the mean age of the person they cared for was 79.5 years (range 60 -95).
B. Statistical Findings: Antipsychotic Medication
In the questionnaire, 52 carers (28.1%) reported that the person with dementia that they care for had been prescribed antipsychotic medication. This proportion roughly corresponds with the proportion of people with dementia prescribed antipsychotics identified by Banerjee in his investigation into the prescription of antipsychotic medication 254 MEDICAL LAW REVIEW [2013] Table 4 provides a breakdown of the antipsychotic prescriptions. Of the types of antipsychotic medication prescribed, Risperidone, which is the only antipsychotic drug licensed for use with people with dementia, accounted for just 15 (21%) of these reported prescriptions. As such, up to 79% of the prescriptions of antipsychotic medications reported by respondents in this study may be 'off-label' prescriptions.
A series of Chi-Square analyses were run to interrogate factors that may increase the likelihood of a person with dementia being prescribed antipsychotic medication. No significant differences were found in relation to the gender or self-identified social class of either the carer or the person with dementia, nor on whether the carer lived with the person with dementia. Three statistically significant differences were found in these data. First, there was a significant association between the reported diagnosis, and the prescription of antipsychotic medications, with those with a diagnosis of frontotemporal dementia (FTD) (n ¼ 17, 41.5%) and dementia with Lewy bodies (DLB) (n ¼ 3, 50%) more likely to report such prescriptions than those with other diagnoses (x 2 ¼ 21.313, df ¼ 8, P ¼ 0.006). This difference can be explained, at least in part, by the different sets of symptoms that people with these rarer forms of dementia experience. These forms of dementia often have significant behavioural components, including for FTD behavioural difficulties, and for DLB fluctuating cognitive disturbance. 55 Importantly, however, the use of antipsychotic medication for DLB is explicitly contra-indicated in the NICE guidance, 'because those with DLB are at particular risk of severe adverse reactions'. The second statistically significant finding was that carers of people with dementia who reported the prescription of antipsychotic medication were significantly more likely (x 2 ¼ 10.921, df ¼ 1, P ¼ 0.001) to report having had cause to complain (n ¼ 31, 65.3%) about the way the person they care for was treated by professionals than those who did not report the prescription of antipsychotic drugs (n ¼ 49, 37.1%). Finally, and perhaps most interestingly, there was also a significant association between observed and expected frequencies for antipsychotics prescribed to people with dementia living in formal residential or nursing care (x 2 ¼ 5.344, df ¼ 1, P ¼ 0.021). Carers of people with dementia living in formal care were therefore statistically significantly more likely to report that the person they care for had been prescribed antipsychotic medication. If we look solely at those people with dementia living in formal care (n ¼ 39, 22% of total respondents), the proportion of people with dementia prescribed antipsychotic medications increases to nearly one half of these (n ¼ 17, 43.6%). There are likely to be a number of factors that contribute to this finding, including that BPSD are factors in carer strain, 57 and in the early institutionalisation of people with dementia. 58 These are, however, statistically significant differences, which echo findings from previous research exploring these issues. 59 These statistical findings can be interrogated further by exploring the qualitative data from carers in the questionnaire, focus groups, and interviews.
C. Qualitative Findings: Carers Experiences
of Antipsychotic Medication Alongside these three statistical findings, the qualitative comments highlight three themes in respect of carers' experience of the use of antipsychotic drugs in people with dementia. First, carers document the negative effects on people with dementia from the use of this class of medication. Second, they spoke of their own interventions to reduce or prevent the prescription of antipsychotics to the person they care for, including removing the person with dementia from in-patient or respite care in order to protect them from the prescription of antipsychotic medication. Finally, some respondents spoke of alternatives to antipsychotic medication for the treatment of BPSD.
While only one participant spoke of what would be described in the clinical literature as a severe adverse effect: 'my husband was so 57 Thomson and others (n 7). 58 Banerjee and others (n 8). 59 Eg, Banerjee (n 9); Banerjee and others (n 8). They put her on these antipsychotic meds, which I've looked up on the internet and they are-I think they're being withdrawn now. They made her catatonic, basically.
[Int5_Sue]
Clearly, carers find the sedative effects of antipsychotic medication distressing and unhelpful. Perhaps more importantly, these carers' experiences highlight that the use of antipsychotic medication as a means of controlling behaviour can be experienced as harmful even in the absence of 'severe' side effects. Several carers attributed the prescription of antipsychotics to a lack of knowledge, training, or awareness of the negative effects on people with dementia. Consider this quote from a questionnaire respondent:
I did speak with Dr [name] about the drug he'd prescribed he said it was for my dad's depression (my dad has never suffered from depression) after researching online about this drug I went to my dad's doctor and strongly requested that my dad came off this drug as it had a black box warning and should not be used as it was for Bi-polar disorders -it stated that it should not be given to people over 65 suffering from dementia and heart problemsit was given to my dad as a suppressant-I was angry that this drug was given to my dad in the first place. I think some doctors and nursing staff have very little knowledge if any about caring for dementia people. [Quest_88] In this excerpt, a woman (55) who provides most of the day-to-day care for her father (78) and for whom she has financial Power 60 Each qualitative excerpt is labelled with the method of collection and a unique identifier for the participant.
[Quest_92] thus refers to questionnaire response ID 92.
[FG2_Viv] would refer to a participant with the pseudonym 'Viv', who participated in Focus Group 2. Similarly, [Int_Kaylet] refers to the interviewee with the pseudonym 'Kaylet'. All names used are pseudonyms and any potentially identifying information has been changed.
of Attorney (PoA) 61 describes an instance of the prescription of Seroquel. 62 She describes her use of the Internet to find out about the medication her father had been prescribed. It is clear from the way that she tells this story that not only had the prescription been 'off-label', but also that the possible adverse effects had not been discussed with her, as her father's carer. While it is possible that her father had capacity to consent to this treatment at the relevant time, if he did not have capacity, then the prescriber has a duty to follow the best interests test in the Mental Capacity Act 2005 (MCA). Under the MCA, before a health professional can prescribe medication to a person who lacks the capacity to consent, they must firstly determine that it is in that person's best interests to do so. As part of the best interests' determination, they must, where 'practicable and appropriate' consult with and take into account the views of anyone engaged in caring for the person, 63 or any 'donee of a lasting power of attorney'. 64 As antipsychotic medication has a sedative effect, it is also important to consider the possibility that such a prescription may amount to restraint, 65 and could be potentially be considered to amount to a deprivation of liberty under Article 5(1) of the European Convention on Human Rights (ECHR) if 'the health care professionals treating and managing the [ patient] exercised complete and effective control over his care and movements.' 66 In cases where there is a possibility of the deprivation of liberty, 67 then the Deprivation of Liberty Safeguards (DOLS) 68 procedures must be followed.
Mick, 69 who was interviewed for the Dementia Talking project, also spoke of his experience of looking up symptoms on the Internet: Well I mean Kate was leaning over to side and one of things they were saying was er, she were constipated. I said 'She certainly isn't constipated cos I've been there when they changed her pads.' 61 In the survey, we asked respondents whether they had financial power of attorney, welfare power of attorney, or had been appointed as a deputy by the Court of Protection, rather than using the lasting power of attorney/enduring power of attorney distinction. Many respondents who had been caring for several years did not have the (newer) welfare power of attorney. 62 Generic name quetiapine. 63 MCA 2005, s 4(7)(b). 64 Ibid, s 4(7)(c). 65 Clearly Mick found relevant information online that allowed him to negotiate with the GP, and question the particular prescription that had been given to his wife. He then attributes his intervention to the reduction in dose, lessening of the drug-induced dystonia his wife was suffering from, and subsequent withdrawal of the medication. Several carers in our study described having to intervene when medication that they thought was inappropriate for the person they care for was prescribed:
I was appalled at the use of anti-psychotic drugs (once I realised what they were and after I took my husband off them) in the general hospital given by medical staff who did not seem to realise their effect on someone with dementia. He was up all night and extremely confused and then slept by day once I visited him and enabled him to rest. I stayed up all one night once he was home to document their effect on my husband and then gradually took him off them. They are EVIL! . . . They make people worse not better and they kept increasing the dose to try and make him more 'manageable'. They failed.
[Quest_119]
Again, in this account from a woman (62) caring for her husband (72), who reported the prescription of two different types of antipsychotic medication (quetiapine and haloperidol), there is another instance of carers clearly not being provided with full information about the off-label prescription of antipsychotic drugs ('once I realised what they were'). Here, she weaned her husband off the medication once he was home from hospital. For other carers, the prescription of antipsychotic drugs resulted in them removing their family member from formal care provision.
Another occasion he went to a unit for assessment which was totally lacking in dementia care, he was drugged and put in a nappy when he had no continence problems, he fell and sustained a head injury as a result of this so next night he was put on the floor on a mattress. When I visited the staff supposedly caring for him were sitting watching TV while he was wandering up and down in a dazed state and when I removed him the staff became very defensive and I subsequently found that this was not an isolated incident. [Quest_63] Here, this woman (62), who cared for her husband (now deceased), who was also prescribed quetiapine, describes a significant failure of care, which resulted in her removing him from the assessment unit prematurely. The way she describes his treatment 'he was drugged and put in a nappy' suggests that the treatment he received may have been inappropriate, and was unlikely to have been in his best interests. There may even be some possibility of interference with his rights under the inhumane or degrading treatment branch of Article 3 ECHR. Many carers articulated very strong feelings about the inappropriateness of the prescription of antipsychotic medication. In a focus group, Tom 70 shared an experience from when his wife had been in respite care while he underwent major surgery:
During the sixth week [of respite] she started having nightmares, and so they wanted to give her antipsychotics, and I said 'no'. But the doctor actually prescribed them, and I think she was given one tablet and it gave her the runs, and they didn't give her anymore. But as soon as they said that, I-although I wasn't fit enough to bring her home, I brought her home. [FG4_Tom] Similarly, in an interview, Sue described removing her mother from in-patient care because of the effects of antipsychotic medication:
They made her catatonic, basically, she was-So we took her out . . . we discharged her and we took her home and she said 'oh thank God I'm home.' And she told me all about what had happened in hospital and how she'd had a fall unsupervised, she'd been unsupervised and gone to the toilet and had a fall. And black and blue, they made her sign a disclaimer. She told me about that. We didn't know about that. She said 'they made me sign a form saying, you know, I'd been offered help and I didn't want' . . . something like that.
[Int5_Sue] 70 For more demographic information, see Table 2 , above.
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MEDICAL LAW REVIEW [2013] In all three of these excerpts, the familial carer describes removing the person with dementia from formal care, in an assessment unit, a respite care home and hospital respectively, because they experienced failures of care associated with the prescription of antipsychotic medication. This highlights the ways that the potential harms associated with the use of antipsychotic drugs to control BPSD are not limited to biochemical side effects of the medication (e.g. stroke, death) but also include oversedation and exacerbation of behavioural problems, which require additional input from carers. Without such additional support, the antipsychotics can lead to the person with dementia experiencing physical injuries, falls, and heightened confusion.
Viv, whose husband has a complex diagnosis of a rarer type of dementia, and who can exhibit 'very aggressive, challenging behavior' spoke of her conversation with her husband's neurologist:
The neurologist wants to prescribe, um, antipsychotic drugs, which are now being debated as being-you shouldn't do that, you know. So the last time we went to the neurologist at [the hospital] he said 'are you using Seroquel?' I said, 'well, honestly, doctor, I prefer not to use Seroquel', I mean it's a real chemical cosh, you know, ah, and it makes him very weird. I mean, he's very weird anyway, but the Seroquel, the chemical cosh makes him, sort of, doubly bad. [FG2_Viv] This mirrors the findings from previous qualitative research with old age psychiatrists about why they prescribe antipsychotic medication to control BPSD. 71 Wood-Mitchell et al. found that 'psychiatrists often felt pressured to "do something" and believed that in many cases nonpharmacological approaches were not feasible due to a lack of resources, time constraints and difficulties in implementation '. 72 This is in contrast to the NICE guidance which suggests that all other approaches to control challenging behaviour should be attempted prior to the prescription of antipsychotics.
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Another focus group participant, Angela, spoke of her concerns that her husband would be prescribed antipsychotics again because of his behaviour:
Over the last weekend he's actually hit one of the nurses again. So now, of course they-they don't know why it's suddenly flared up, . . . he might be in pain, and he can't communicate that and so that may-may be what's making him frustrated and therefore he lashes out. That was waiting for me on Friday when we got home so, you know, it, I-I-I will say I don't want him to go back on the antipsychotic because it made him such a zombie but [sighs] it may be a possibility that we have to face. [FG3_Angela]
Here, it seems that Angela directly links the use of antipsychotic medication to be the possible response to a single incident. She also describes other causes for this challenging behaviour, such as pain and the inability to communicate, or frustration. Just before the above excerpt, Angela said that her husband has been taking memantine, 74 which is not an antipsychotic medication but is used to treat dementia, and which has helped to control his challenging behaviour over several months. Similarly, Mick described his experience with memantine:
She were in a care home and they kept calling it violence and I thought it was more agitation than violence . . . Anyway, we were mentioning it to doctor one time and I said 'What about this Memantine?' 'I don't think it'll work for Kate.' I said 'You don't think it'll work or you-you know it won't work?' He said 'I don't think it'll work.' Well deal was that we tried it for three months see how she went on, and it calmed her down. I mean even when doctor came in after three months, even carers were dashing up and telling him she were a lot better, you know, and in fact she's still on Memantine. That would be-she's probably been on Memantine two years. [Int10_Mick] Memantine is one of the four medications licensed for treatment of the cognitive symptoms of dementia. Memantine is specifically licensed for use in people with moderate to severe Alzheimer's disease, and following the most recent NICE-SCIE Dementia Guideline, can be prescribed for the treatment of cognitive symptoms of moderate to severe Alzheimer's disease, 75 and 'some behavioural effects have been noted.' 76 Importantly, therefore, there are other medications that have been proven to help with reducing challenging behaviour in people with dementia. Consider also this excerpt from Tom, during a discussion about antipsychotic medication: 74 Memantine is licensed for the treatment of moderate to severe Alzheimer's disease. 75 NICE Dementia (n 5) 25. 76 NICE Dementia (n 5) 95.
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[FG4_Tom]
Here, Tom is referring to research published by the BMJ in 2011 that found a significant reduction in agitation in people with dementia on a number of measures following an eight-week treatment intervention with analgesics. 77 Findings from research such as this may signal a move away from the use of antipsychotic medication as a first line response to BPSD. Importantly, however, as well as the possibility of prescribing analgesics or memantine to treat BPSD, the increased attention given to antipsychotics may lead to an increase in the prescription other forms of medication, including the off-label prescription of other neuroleptic drugs that also have a sedative effect, and negative side effects.
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In summary, the qualitative findings from these research projects highlight that carers overwhelmingly report negative experiences of the prescription of antipsychotic medication to people with dementia.
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In contrast to the severe adverse effects (e.g., stroke, death) of these drugs highlighted in clinical research, carers described a range of other harms experienced by the person with dementia that they care for. They described sedative effects of antipsychotics, leaving people with dementia like 'zombies' or 'catatonic'. Informal carers, including those with power of attorney, reported not being consulted prior to the use of antipsychotic medication nor given any information about the risk/benefit profile of the drugs prescribed. Several carers reported removing people with dementia from formal care settings because of failures of care associated with the prescription of antipsychotics. Finally, some carers spoke of health care professionals' reluctance to prescribe other medication that may help with the behavioural issues that were experienced by the people with dementia that they cared for, in spite of evidence that these alternatives may be effective. All of this qualitative evidence works together with the statistical findings outlined above to provide an overview of carers' experiences of the use of antipsychotic medication in people with dementia. In particular, the experiences recounted by carers provide ample evidence of why carers 77 who had reported the prescription of antipsychotic medication reported higher levels of 'cause to complain'. In the next part, we draw together the regulatory framework for offlabel prescription, the documented risks of serious adverse effects from the off-label prescription of antipsychotic medication, and carers' experiences of this in practice to explore the legal options for individual redress for harm, and the potential for regulatory reform in respect of off-label prescription. Before exploring the particular legal issues associated with off-label prescribing practices, it is essential to be clear that the flexibility to prescribe medicines off-label is an essential part of medical practice, and our aim in this article is not to argue for this flexibility to be withdrawn from medical professionals. Rather, our argument is that because there is a potentially higher risk of harm to patients from off-label prescription, it should be subject to greater regulatory control, and that there should be redress available where a patient is harmed as a result of off-label prescription.
III. LEGAL REDRESS FOR HARM FROM OFF-LABEL PRESCRIPTION OF ANTIPSYCHOTICS IN DEMENTIA CARE
The system for licensing medications described in part one has the primary aim of protecting and promoting public health. Where medications are prescribed or supplied in accordance with their marketing authorisation, there are a number of avenues for redress available to a consumer who is harmed by using the medication. The most straightforward of these is the products liability regime. Under the Consumer Protection Act 1987 (CPA), a consumer is entitled to a remedy where the safety of a product (including medicines) is 'not such as persons generally are entitled to expect'. 81 This product liability regime is a strict liability compensation regime, and where, for example, there is a manufacturing defect in a medication prescribed in accordance with its marketing authorisation, there would be a clear route to redress. Conversely, where a medication is prescribed off-label, it would extremely difficult to claim that any adverse effects amounted to a defect in the medication ( particularly if such adverse effects were documented, as is the case with antipsychotic medications and dementia). Potential claims under the CPA are also subject to a ten-year time limit from the date a product 80 We limit our discussion in this paper to the possibility of civil redress. We do not consider here any possible criminal liability for harm caused, nor the relevance of the offence of ill-treatment and neglect codified in Mental Capacity Act 2005, s 44. 81 Consumer Protection Act 1987, s 3(1).
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MEDICAL LAW REVIEW [2013] is first marketed, 82 which would also rule out claims in respect of many typical and atypical antipsychotic drugs. The CPA is therefore unlikely to prove a fruitful avenue for redress for people with dementia who suffer adverse effects from the off-label prescription of antipsychotics.
A second route to redress for a person who purchases general sale list medicines, pharmacy medicines, or prescription-only medications on a private prescription would be through the ordinary contractual remedies that apply to consumers. So, for example, a remedy through the Sale of Goods Act 1979 may be available to a consumer where the medicine did not correspond with its description or is not of satisfactory quality. 83 Where medications are prescribed on the NHS, however, there is no sale, and therefore there would be no route to redress through the law of contract, 84 irrespective of whether a medication is prescribed as per the marketing authorisation or off-label. Given that these two routes to redress from the manufacturer and from the vendor of medications are therefore unavailable to people with dementia harmed by the prescription of antipsychotic medications off-label on the NHS, the only remaining avenue for redress is that provided by the tort of negligence.
There are two possible approaches that could form the basis of a cause of action for a person with dementia harmed by the prescription of antipsychotic medication: first, if they were not adequately consulted about the possible risks, they could argue that, following Chester v Afshar 85 the prescriber did not sufficiently discharge their duty to warn of the risks. Second, they could argue that the off-label prescription of antipsychotic medication fell below the standard of care required of a medical professional. We discuss each of these examples in turn.
A. Failure to Warn of Risks as Breach of Duty
One approach that may be available to a person with dementia harmed by the off-label prescription of antipsychotics would be, following Chester v Afshar, 86 that the relevant breach of duty was the failure to warn of the risks associated with the prescription of this type of medication. The relevant rule of law is that a patient has a right to be told if there is 'a significant risk that would affect the judgment of the reasonable patient' 87 in order to give her informed consent to the treatment. In Med. L. Rev.
He was like a Zombie
There are two relatively recent developments that may increase the potential for success in a case of harm caused by antipsychotics prescribed for BPSD: first, the effect of Lord Browne-Wilkinson's reasoning in Bolitho, 101 and second, the contemporaneous rise of the use of guidelines in medical practice. In the decade and a half or so since the decision in Bolitho, it has become apparent that its impact has been relatively modest. 102 The facts of Bolitho have been well-rehearsed in the literature, but in brief, this case concerned a claim of negligence in respect of a two-year-old child with respiratory failure. The child suffered brain damage, and claimed that this was caused by the negligence of a doctor in firstly failing to attend, and secondly failing to intubate. The doctor claimed that even if she had attended, she would not have intubated and thus the case failed on the issue of causation.
103 More importantly, for the present discussion, however is the now famous dicta of Lord Browne Wilkinson, revising the Bolam test to the extent that the court is able to disregard expert medical evidence that does not withstand logical analysis:
In the vast majority of cases the fact that distinguished experts in the field are of a particular opinion will demonstrate the reasonableness of that opinion. In particular, where there are questions of assessment of the relative risks and benefits of adopting a particular medical practice, a reasonable view necessarily presupposes that the relative risks and benefits have been weighted by the experts in forming their opinions. But if, in a rare case, it can be demonstrated that the professional opinion is not capable of withstanding logical analysis, the judge is entitled to hold that the body of opinion is not reasonable or responsible. 104 In Bolitho, on the facts, the court did not determine that there had been negligence, nor that the expert professional opinion was not capable of withstanding logical analysis. The court determined, rather, that the negligence in the case was the doctor's failure to attend, not the failure to intubate. Importantly though, the decision in Bolitho was to certain extents a restatement of a principle from a much older case, with a course of penicillin. She subsequently became seriously ill with puerperal fever. Medical experts on behalf of the defendant agreed they would have done the same thing, but the court found the doctor negligent: 'When the evidence shows that a lacuna in professional practice exists by which risks of grave danger are knowingly taken, then, however small the risks, the court must anxiously examine that lacuna -particularly if the risks can be easily and inexpensively avoided.'
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The reasoning in Hucks v Cole does seems to offer scope for the development of an argument about the relative seriousness of the risks associated with the prescription of antipsychotics to people with dementia (including death, stroke, interference with human rights, over-sedation, etc) when compared with the limited evidence of benefit of prescribing these drugs (e.g. high placebo effect in clinical trials). It is possible, therefore, that the Bolitho formulation of the Bolam test may offer an avenue for a test case exploring negligence liability in respect of the offlabel prescription of antipsychotic medication.
C. The Role of Clinical Guidance in Prescribing Antipsychotics
for BPSD In order to assess whether there would be a likelihood of success in either of these types of claim, it is important to evaluate whether 'the respectable body of professional opinion' that supports the use of antipsychotic medication in BPSD is capable of 'withstanding logical analysis'. Given the rise of the use of guidelines in medical practice and the increasing likelihood of the use of these by lawyers in medical negligence claims, 107 it seems appropriate to explore the relevant clinical guidelines that cover the treatment of BPSD.
There are two sets of UK clinical guidelines that would be relevant to determining the appropriate standard of care for using pharmacological treatments in the management of challenging behaviour in dementia, the NICE/SCIE Guideline on Dementia 108 and the Royal College of Psychiatrists Faculty of Old Age Psychiatrists Guidance (RCPsych Guidance). 109 The NICE/SCIE guideline was first published in 2006 (updated in 2011) and represents a comprehensive overview of the 'identification, treatment and care of people with dementia and the support that should be provided for carers within primary and secondary healthcare, and social care'. 110 In contrast, the relevant RCPsych Guidance was issued in 2005, has the issue of management of BPSD as its focus, and does not appear to have been updated in the intervening period. Both documents offer guidance on the prescription of antipsychotic medication for the treatment of BPSD.
Importantly, in the context of evaluating the use of guidelines in medical negligence claims, there are some significant differences in the guidance issued to practitioners in each of these documents. In respect of treating 'mild to moderate non-cognitive symptoms', the NICE/ SCIE guideline has a much less permissive approach to the issue than the RCPsych document. The NICE guideline states: 1.7.2.2 People with Alzheimer's disease, vascular dementia or mixed dementias with mild-to-moderate non-cognitive symptoms should not be prescribed antipsychotic drugs because of the possible increased risk of cerebrovascular adverse events and death.
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In contrast, the RCPsych guidance suggests that it is appropriate to use antipsychotic medication as a first-line approach, even in respect of mild or moderate symptoms:
Drugs may be an appropriate first response to BPSD symptoms in the following situations: where drugs have a specific indication (e.g. depression or psychosis), whatever the severity and frequency of the symptom . . . For less severe BPSD and where management is not urgent then any combination of drug, environmental manipulation or behavioural treatments may be appropriate first-line approaches.
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The disparity in the guidance relating to severe symptoms is similarly interesting. NICE/SCIE guidance states: 1.7.2.4 People with Alzheimer's disease, vascular dementia, mixed dementias or DLB with severe non-cognitive symptoms ( psychosis and/or agitated behaviour causing significant distress) may be offered treatment with an antipsychotic drug after the following [eight] conditions have been met. 113 The eight conditions for prescribing antipsychotic medication include 'full discussion with the person with dementia and/or carers about the possible benefits and risks of treatment. In particular, cerebrovascular 110 The RCPsych guidance does not require the same level of consultation with the person with dementia or their carer about the risks of adverse effects as are set out in the NICE/SCIE document. Rather, the RCPsych guideline states:
If the patient has the capacity to understand these risks and benefits of treatment approaches, then consent to treatment should be sought. If the patient does not have this capacity, then these risks and benefits should, where practical, be discussed and communicated to the general practitioner, relatives and carers. Ultimately the clinician has the responsibility for the decision to implement treatment. Relatives cannot consent on behalf of their incapacitated relatives. The relevant mental capacity legislation needs to be considered. 115 Leaving aside the somewhat concerning lack of engagement with either the specifics of the best interests test that should be followed when instigating treatment in respect of persons who lack capacity, nor the duty to warn of the risks associated with any medical treatment, 116 there is clearly a difference in tone between these two sets of guidance. For the purposes of a medical negligence claim, both could be argued to set out a 'responsible body of medical opinion'. Findings from a recent questionnaire study 117 with members of the RCPsych Faculty of Old Age Psychiatrists suggest that medical professionals are more sympathetic to the guidance issued by their own professional association than guidance issued by NICE. In their study, Haw et al found that all 207 old age psychiatrists who responded to the survey said that they prescribed antipsychotics to patients experiencing BSPD, most commonly prescribing quetiapine, haloperidol, or risperidone. 118 Haw et al found that 'two-thirds of respondents thought the NICE guideline on dementia was too restrictive, whereas over three-quarters felt the RCPsych 2005 guidance supported psychiatrists in prescribing these drugs to individuals with dementia'. 119 Given the disparity between the two sets of guidance, it is probable that any negligence claim concerning the prescription of antipsychotic medication would therefore rest on whether the relevant body of professional opinion could, following Bolitho, 'withstand logical analysis '. 120 There has been ( perhaps surprisingly) very little medical negligence case law since Bolitho that has been instructive on how this phrase could be interpreted. 121 Those that have been decided on what appears to be Bolitho principles have, of course, been based on the specific circumstances of the case in question, rather than laying down precedent as they are determinations of deviation from the relevant standard of care.
122 Two cases where the courts have been willing to go against the testimony of expert witnesses as to the responsible body of medical opinion are Reynolds v North Tyneside Health Authority 123 and Marriott v West Midlands Regional Health Authority. 124 In both of these cases, the rarity of such a finding was stressed by the judge. In Reynolds, Gross J stated that 'given the need for clinical judgment in areas such as medicine or midwifery, it is likely to be only in a rare case that the Court will regard it as appropriate to conclude that views genuinely held by a competent expert in the discipline in question are not capable of withstanding logical analysis and are hence unreasonable.'
125 Given the findings from Haw et al, there would be no shortage of psychiatrists willing to provide expert testimony that the RCPsych guidance represents a responsible body of professional opinion. As there is one antipsychotic medication licensed for the treatment of BPSD, it would be extremely difficult to argue that the (admittedly serious) risks of prescribing this type of medication always outweighed any benefits, or even that the risks outweighed the potential benefits in any particular case. Taken together, it is therefore unlikely that a person with dementia would have much chance of bringing a successful claim
